Few paediatricians will have avoided the predicament of being faced with a desperately ill neonate for whom a diagnosis is not immediately obvious.
The majority of such infants will have comparatively common neonatal problems such as systemic infection, congenital heart disease, necrotising enterocolitis, or intracranial haemorrhage. An appreciable minority, however, will have a potentially treatable inborn error of metabolism, and rapid diagnosis and institution of appropriate treatment is essential if a good outcome is to be achieved.
Metabolic disease can present in several ways in the newborn period,' but this review will concentrate on those that present acutely and result in death or severe brain damage if not detected and treated.
Before discussing individual diseases, a number of general points must be made. Inborn errors of metabolism are rare and experience is necessary if diagnosis and treatment are to proceed rapidly. As well as expert laboratory and dietetic services, skilled interpretation by a clinician is essential and this will generally lead to transfer to a specialised unit of infants suspected of having one of these diseases. Facilities for initial metabolic investigations must be readily available in each region, and clinicians should be encouraged to use them freely. More specialised investigations-for example, assays of specific enzymes-are needed in only a small number of supraregional laboratories.
Diagnosis and treatment should be aggressive. Some paediatricians are concerned by this therapeutic approach and feel there is a risk of keeping alive a grossly handicapped infant who would otherwise have died peacefully. In practice this is not a problem as it is usually possible to assess prognosis accurately after a short period of energetic treatment. If Acute management includes dialysis and protein restriction. In addition there is a direct toxic effect on the tissues from a build up of acyl coenzyme A esters within the cell as a result of the metabolic block. Carnitine plays an important part by conjugating with these compounds to form acylcarnitine esters, which are excreted through the kidney. This leads to a secondary carnitine deficiency and has led to the use of carnitine supplementation in both the acute and chronic management of organic acidaemia. 18 In isovaleric acidaemia, isovaleryl coenzyme A accumulates and the isovaleryl groups can effectively be conjugated to glycine. Glycine supplementation can therefore increase the excretion of isovaleryl glycine leading to metabolic correction.19 Antimicrobials (for example, metronidazole) have been used to sterilise the gut in an attempt to reduce substrate production from gut organisms in some organic acid disorders.211
Management when death seems inevitable or the child dies despite treatment Even if no diagnosis is established, aggressive treatment is justified as some defects are transientfor example, transient hyperammonaemia of prematurity. If death seems inevitable it is important to gather as much information about the child as possible. Necropsy is essential and careful thought is needed to ensure that the correct samples are collected. The necropsy must be carried out as soon as possible after death so that biochemical studies can be made on tissues that have not yet undergone enzymatic self digestion. The need for necropsy should be discussed with the parents before death and permission obtained at this time. Indeed, many couples find it easier to discuss this matter before rather than after death. If possible before death 1 ml of serum or plasma should be collected and frozen together with as much urine as can be collected (even a few drops can be useful). If 
